®m°$mm% sep 2005 



y. PCWP20IM/003033 
.<b> 0 * S m Mr JT 09.3.2004 

^ r ' JAPAN PATENT OFFICE 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



W m # n H 2 0 0 3# 5 £ 2 7 H 
Date of Application: 

to m. # * j^jgg 2003-149679 

Application Number: 

[ST. 10/C] : [JP2003-149679] 

* M A sHiaitfSM 

Applicant(s): 



REC'P 2 2 APR 200«» 



w .'v 



A. 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



1^ 

l.;,5 

, ■ .:V','J.'X «^ 



2 0 0 4f 4/1 9B 



Commissioner, 
, Japan Patent Office 




BJfiE*-^ WW 2004-3029307 

BEST AVAILABLE COPY 



2003-149679 5> : 1/ 



B03124 

[JtfflH] W15^ 5£27H 

[BBHfflffflli] A61K 38/00 

\9mm\ 

i&mxttmffi] mm-=> < 3TS12-1-204 

ISA] «p kh 

^MlrO < Jilfr 4TB16-1-708 

mmxitmm] mm-o < »* TOft 3T112-1-503 

[ft&8IJ#-f-] 000002934 

iooii404i 

[#a±] 

[ft*Xi±*j»] ft* 
[«ttLfcft3Al 

Wfeai#*] 100106323 

[#a±] 

[!»■«■] 4#K2003- 64197 

[tBUB] spj£l5^3^10H 

[SEH#-SH B03073 
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2/E 



005142 

wm&m 2i,ooor 

a# i 
i 

i 

ftL#*tt##*l 9909276 
[-SLftSffi^*^] 0203423 
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^-v: 1/ 



i%m&\ mm* 

— O 7 5 7 mSS^J fc^l" * 9 >'< 9 * * « * Otto 

m^m 3 1 m^m immv>*>'*9 xnmfr*?* v * it \±*<oi& 0 

4 1 m?m i ib® <£> * > *t k * fc *±»*« 3 §B««>»a^ k * 

[1**31 5 ] DNAU*4 If 4 IBftO # V * * V * f- Y\ 

7] fflf#E 5«BJR©#y * ? V*?- F*^ri-*aftx.-^^ 9 -o 

nmm 9 ] 8 vsm<o&fumfc*** u i sem^ * ^ * s 
#m t -r * 1 1 b«o * * k l < 3 ie«to^^ -ft- k t /s 
[»*jr i o ] at** i iBm^ 9y*99.*>\*< nm^m 3 sa«o««^^f- 

K 4 tt * <om. & t X ft 4 o 

[fllsfcgl 3] lt^li5mo^>/^•^'®^)L<{4lf«3fB«<0^^7 ,, ^ 
K 4 tt ■£ tzft-f h fflfc* 

1 4 ] : i xmz tts 7 $ y mm t m-~t> u < i±^kw t 

ra— O 7 5/ Sr-S^-f ^ * ^ ® * tzit^cDU^^ k * a - k+* 
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[Iff** 1 6 ] it** 1 3B*W>* t < tt»*!S3IB«0»«"<^ 

Vtfzli*:<Di&*m^2>Zt$:%m£-tZ>. It** 1 1 B«*«> *>/<*K*L<tt 

{± -5- <7)4£<^ * * V - - > 

[flt**l 7] »^lIB«O^W^K< > L<ttm*«3IB«^^^ 
K 4 J± -5" * L T % h , If** l fBtt<7> * * ® & L < lift** 3 f B 
m<o«fl"<^ Kifctt*©*«»tt*flB&* %>iti5®-t fzteZ<Di& 

[it** i 8 ] it ** 1 e ibiscox * u > ^^tfctiitssi 1 7 ibjro 

It** 3 IBftOSB^ ^f - K 4 fc f± * 4 I* H** 4 4 
[fflf**2 0] ttfc^lBROtfy**!'*^*^*^*^^*- 
[fj!**2 1] fft**4fBmo**V** V-^KSr^LT**, If ** 1 IB 

[If**2 2] Sf**2 0|B«O^^U-->^fe4^«W*^2 lfWO 

4 tz ti lit ^ ft-fr* ifcttfOS. 
[It**2 3] If**2 2|B*©fl:^4fc*±*<0**^fLT*SE3fco 
[ffit«2 4] ^**1 3WROS6***frU-C**IM»*o 
[If** 2 5] »**1 3E*<&Sb#*'&#bT**lg*o 
[it** 2 6] lt**l siBm^^^ffl^^-^^^^^^^* 1 ^ 

[W**2 7] fff**2 iu^i£A^&*m^%zt*®&tirmimi 



mtE# 2004-3029307 



2 0 0 3- 1 4 9 6 7 9 ^- v : 3/ 

m*« 2 9 ] mim 1 3 iaiw>SM**# l-c 4 & , 1 tem^ * 

o 

3 0 ] mm. 2 8 iem?>* * V - - > <ns& * mmm 2 9 tm<o 

[»f^3 2] #Mtt*A©TO • ^^J-e*^lf^l 0, 11. 15, 
19, 2 3. 2 5ifcJ±3 13B«W>EISo 

3 3 ] »itttil#»lt**i ts^3i 1 2 $ tat 2 4 k*©#»t 

Ho 

[0 0 0 1] 

WTO • t&*5SI J3 4 * if KBB"t * o 

[0 0 0 2] 
[*£#<&«*] 

TW^^-fR (Alzheimer' s disease) ttilfftt^SiS J:tflBfctfB2f<0£= 
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SH^tw i t»M&#£#lft? U b v ******* - k 

ft o fc 0 afctt*v<- * > v >ft*-e**#»fefl^5tt«ett*#tt'^- * > V 

-XA (AR-JP) (D^HitfST-t LTParkin^lBl^^ti- (Nature, 392^, 605-60 
m, 1998^) > * w<*4M**lcH-5-+*Atf**->y#'--" 
^Sft/CV** (Nat. Genet, 25#, 302-305JC, 2000^) o $ h KParkinO*R 
i: LTPael (Parkin associated endothelin receptor- 1 ike) £fHfctf t H£$ft 
fee co$##J4^1t^^Silft^>^ 0 ^K^ iO^>^fOS5*» 
a»japp^»tta*, &^*KparkinOf1^^$*L*a s . ^>/^R*»m 
*«lW-r*t, #l#Paelg##*>J^#K^«U ^©Wi/bM^H^^^ 
iS«Ilft5BtcRB*C:t**#^$*trv»* (Cell, 105£, 891-902W, 2001^) . 

$ <b k. «ttr ;u ^ ^ >r v -*«iH«sfif* s v * - v y i vmm **-r 

2>mm s *Mft* b l/* KttLXMM t ft & - 1 , £ J: tf, b^lo» 
IrelOfc&fc i •) 0 T ? n 4 K<^£ri*-t#?-1~* d t (Biochem. Bio 
physic. Acta, 1536^, 85-96X. 2001^ ; J. Biol. Chem. , 276^,' 2108-2114 
W, 2001#) im&ZKt^Zo 
[0 0 0 3] 

Genbank Accession No. BC019625 
[0 0 0 4] 

immm * •*■*»«] 

[0 0 0 5] 
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ittZ&ttiLtZo £03H£?<B ®M*>>**Wtoa>o spiens, hyp 

othetical protein MGC4504 (Genbank No. BC019625) tCM 
■JjHBItff-SfcLT^fco :oftIt:i^>t, Zt > Ktiffl*Mtefc&&. 

[0 0 0 6] 

(2) tiffitt: lt^WT^WJjl^^J^^^SI^WS 

(3) ±|B (1) IBRO^W^ROtf^yf-Kifctt*©^ 

(4) -tie (1) ffi*<0*w<*R*fc«:-Ua (3) IBRoW^^Kia 

(5) DNA"C**_fcJB (4) |5^0# *) V-frf- K„ 

(7) _Li5 (5) fatso*' 1 ;** V*f-K**#i-**BtM.' ,5 ** r -v 

(8) ±IB (7) |B«<0&Jfcx^**-^KrafeSfrfc^5Me&#> 

( 9 ) ±IB ( 8 ) IBt^fSSM^^* U ±IB ( 1 ) %m.<r> 9 yWRt 
fctt±E (3) faRO«^^f-K*fe^ SSWrL*, i*L*»5t1-*ii:S: 
#m^1-^>±IB (1) TO^>^«H<li±B (3) IB*©*fl^^ K 

(10) _tfB ( 1 ) IB*©* L < l±-hIB ( 3 ) mmvUfr^?- K 

(11) ±JB (5) fBftO#y^^l/*^F«r**Lr«:*ISI, 

(12) .LIB (5) |B^O*°U^^ 

(13) ±BB ( 1 ) 9 ?H(i>L< t±±SB ( 3 ) K 
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t tz \t ■£ (DU \z.ttt & Jfrfl^ 

(14) mm^: lT?«*it*T5yBHEWfcW-tK****W t:: H- -0 

(15) _tfB (14) flBR©T>f-t>^* , J^^V'*^K* < **l'" c **S 

(16) ±IB ( 1 ) IBmo * K t L < tt-tfB ( 3 ) |B«©»^^ K 
i 7t{i-eo^=S:Mv^it*!|fmfci-S, ±IB (1) BWO^w^Itt L<ti 

±|B (3) ra©»^^K4fc»**^*^®***** fcttlB *" , '* fl: ' fr * 

(17) ±|B ( 1 ) r^«tL< ttiffi ( 3 ) IB«<7)^^7 P f - K 
tfctt-^ffifc^L-C**, ±IB (1) ffi|RO> W<*K* L< 14-hSB (3) 

(1 8) JtfB (1 6) fBffc?>* m& i ti ti±|B (1 7) IB«©X 

*tj_->^JH*-, bfcfllvvCff&fL*, ±|B (1) !B«c?>* '^^Jtt L, < « 
±|B (3) TOo«^^F*fcli«to*©igtt*iEJ»4fc«±B#"t*'ft'fr« 

(19) JtfB (1 8) SB»Oft*W4fctt*©a***Lr"**«. 

(2 0) -LIB (4) fBm^V^l^^Kfcffi^*-^*^^^ ±Se 

(i) mm<o? >/*?nftfe¥<D%&zi&m*t:\m&?zfc^%tza%<7>iM. 

(2 1) ±IB (4) WM.<V#V%? l/*f-K***b-C4S, -hlB (D SB« 

(2 2) ±|B (2 0) fS^O * * V - - > t tz ttJtfB (2 1) |B®tf>* 
?y-=.l'jrm*y l**Jflv»T»e>*t*, _h|B (1) IB^O 9 MftteW 
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7/ 



(23) ±15 (2 2) vmnti&miit&z-viSLt'&iLxik&mm* 

(24) ±15 ( 1 3 ) f*©^***LT* 

(25) ±15 (i 3) mm<oifcfcz^Lx%2>mm, 

(2 6) ±15 (13) mL<r>mf^m^^.t^mit^i,±M d) tsm^ 

(2 7) ±15 (2 6) ffi*0»;fri£*ffiv»*£fc**^ , **Jt«B (1) SB 

(2 8) ±15 (13) mmvmfc*m^2>z.t*smt-r2>. ±15 d) mm. 

(2 9) ±15 (1 3) ?B*©Jfc#***rLT**, ±15 (1) f5ftf>*>^* 

(30) ±15 ( 2 8 ) fSlfcOX * 'J > f;(±±I5 (29) f5l£<7>* 

*y-^>^JB*y h£fflv>T#<b*U>, ±15 (1) f5«tf>*>/^JC<D§&m£ 

4gjg t (4 a#-r & ^frs* * {± 

(3 i) ±15 (3 o) sa«0'fk^*4fctt'e-«)tt*'Mr^^**®*- 

(32) ttftfSttilAO^Rr - *±ib do), (n) > (is 

), (1 9). (2 3), (2 5) ifcl±(3 1)E«©SI, 
(3 3) »Mtt**OlWf*-C**±IB (1 2) (2 4) fB**>#Wr 

[0 0 0 7] 

: i xm $ *ts r 5 j m.m$ t m- *> t < i**swki»i-«>7 5 y m 
befo (Jar, {± 

7*^, <r>mm mx.it, smm. mmm, 

rvT*m> mmpmrn. tomb. ?->w»x*m. 
asm. ±&*m. *mm. *&m. waiwk «m wwmu 

fltiflUk fcgiHIfc <0U ^D7r-*A T*W&. B«J&, 
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tt#*Wfc, #«Ufe. ft-IMBH^ HJRIBWa, ffHIBIftfcLOillBRIBI 

, is mm. urn* bwu &.mm, wtm* boo. ^ 

Mu («U *Bh **> - 'kflSL w ^ * BIU STffiu * ffiiflL% m 

S«u W*. #. 

[0 0 0 8] 

. : 1 -CSl* *t* T 5 y SHE?! t *& 8 5 %JBLL, #4 L < ti» 9 0 

1, jf$U< *±#SJ 9 5 %JSUb, »4 L < liti 9 8 %JJLL©ttHtt**1-* 7 5 S 

**>/<**fcL-ci±. Willi, syy#*: it?*$*t*T5y*ilWfc*K«i 
) [g]®-e*a-t*^o u#ot, iBftjBflaMSttaw («, »o. o i 

-1 0 04S. ffiL<H*0. l-10i,iDffit<tt0. 5~24&) 

IM^B*ffittfc *<&«te«>»£«- t-rfH 01 

Atf, Chem. Pharm. Bull, 41#. 118H, 19934F fctt-tttKi^C 

[0 0 0 9] 
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2>T3.;WLWM*<Ol*fr&2®&-£ («x»f 1-6 OflfSK. £f £ L < f± 1 ~ 
3 Oim »t L<{il~l 01@^S> 5^U#4 L<{4& (1~5) fl) © 

75 yt«Lt7? smtm. ®smtt : i ^^wt^/wji: 1 

ifctt2*JJl± Wxtfl~100W »4L<ttl-30«Sft, ffJL 
(lilMOlSE 2MC#3:L<14£$: (1-5) IS) WT^iWJDt^ 

T5 y $se?ij x (D@e^j#-^- : i^$wr5/ mwm i:ii^2 «m± (#J 
x.ifi~i o 0M& »4l<{±i~3 offltn, «F4 L<t±i~i omm 

, SfcfcffSKtt* (1-5) «) ©T^a^ASftJfcTSyMBBk ® 

ieyij#-^: i-c***t*T5yWEWt»oi*fc»*2«JeLh ($]x»fi~ioo 

flS& » * L < t4 1 - 3 OlStfiK. fir* t < Ji 1 - 1 OflSK, ZhK&t L 

<j±» (i-5) is) ©7 5 / iswr ? / sstt j|$^7 5 y is^J, i 

% K&itzitm&vimi: LTt4> i: < KR3£S*l*vv 
[0 0 10] 

, CW*^*'*y^i (-C00H) , *;^vWb (-C00-) , 75K (-C 
0NH 2 ) itz\±x-?>7- )\s (-C00R) ©v>f*it*oTtJ:v». 

i£Wf*^»tiRi t-Cfi, fllictf. xf^ n-^n^l/ 

35: ifO C 6-127 V-^. ffljtl^ 7xWi^7x-Ji/- 
if© C 7_i 4 T 9 * * )vm, MXxUfr**^** t*&m ^hftho 
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se>K* *%w<D?y^?ni<zi^ NW7<yfii (flu y^*-^ 
£) ©7 5;WIS mx.it, T-fe^;v&&ifoCi_ 6 7^# 

/m<7>iisui<Dffim^ (#j;ti;r-0H, -sh, 7^i> ^5^-/-^ -r>K- 

2, v > 1 4 mm**** L fc v > *> »9> * « 9 Z" *9 ft & * 3" < * * & if * & * *> 

Z> o 

y ^se^ij * -a-^-f £ * > ' < * ft & if*** if ^> o 

10 0 1 1] 

H^/f Kt*ot, ffSKli, tf^Lfc*f^©*>><*SfcH««>ttS 
*yg-f%> i> <dx~ fruits-? tt<D i> <dx- t «t 

T 5 y IHB^y K & ^ "C mi -30m m . Ijl234~264# i©7? / M@B^J * 
O -5 -fc^fc < 1 20«Ja-hx jfiL< tt50«J2JLh. $ L < CTOflJsUb, 

«t 00* t< mooii&jb, t< t±2oofflm±<oT5 smffli*ct&'* 

ifc, KJ4, ZrVTZy&MWtpVl ttiit 2 WSJi (SF 

f L<!41~1 04!*iK. ?f>C^L<lii (1~5) 10) 075/*« 
U Sfctt* *©T5yBfcE9flKl*fctt2«JaJi (ff* L<<±1~2 01i*IK 
, *9»*L<lil~l OM*. ^i:^l<lit (1-5) ®) <VT $ J 

mtmna u ttzit, %<or\; wsm k 1 s « 2 *a± (» * t < *± 1 ~ 2 

OffBK, L<J41~1 OMK. $<btc^iL<l4^ (1-5) fl) 
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l<(±i~i omnm. £<o&zL<\mm, s^^iLOii-sM^) 

[0 0 121 

ifc. ^^OSe^^KtiC^^^**^^^ (-C00H) , #;t/**3f 
vV-b (-C00-) . 7* K (-CONH2) itzlt^XTfr (-C00R) <DfiSti-£$>oX 

^5S<0T^/m^» (flU ^ *>7 5>'a&5&*««&t?«K**i<-cv» 

ftLft^o, ^<or? y t ©iii±(of M^li ^§ll-eii $ tit v> 

* o , * * v » (±ffft**i££- L t> *9> & It'* 7°^ K ft f <^>«#^ K ft if 6 
[0 0 13] 

m («. mm. («, 7 %t°t<nmt>m^bti, 

if, ftMKK («x.«f, aok Aft**** «*) fc< ^ **v»«*« 

*-r * c 1 £ o r «, - * a*? s &<> ttz, ^<D^^- r&j&mzm 

1: h^iffiSLtt^olffiKtfcJifflJfi^^Sifil"**^ fc b^«?UftW^>»«k* 
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[0 0 14] 

KV^T^ T^y ^^^#J3i, 4-^>v;v^- + v^>>?^T^3-;i/ 

»JB, 4 fM^Xt KU/UT 5 PAMfE 
Wf^7x-mh75 K^f JUIE *'V77'J;V7?KiE 4- (2 
' , 4' -y^ h*v7x^-t Kn^ri/^f ;V) 7x^yfE 4- (2 
' , 4' -yn+y7x^-Fmoc75;xf^) 7x/*ytM^ 

±B L fc«S7 ^ y Sulfite- M L T 14 , ff^jft icteffl T £ * 

5 VmtLXii, DCC, N, N' -^V7nt>*;^5 h\ N-^-f 
;v-N' - (3—>^f;V7 5 7 7°n'j;i/) *;KfvMU'^f#ffl^f>^ 0 
dtLf>lCi-6fe^JC{47-fe5'fbttlW^n^J (#!lx.J4\ HOB t, HOOBt) 

B t xXr;^5VMiHOOB tx^f^i LT*f>^Wfi7 5yi«0§tt 

[0 0 15] 
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N, N-^^f^*;^!? K, N, N-^W-th7 5K, N-**-/H£ 
nv K>=5:^i7 5 KIR. ^sA^^-vy, Z n o £ t'<D^xiyyitmt 

m$izt^ or- 5 ov<Dmwfrbm±mi2*i2>o mmtztiizr 

5 7 0fflHM*f*&ff 1.5-4 ffiBi*fl-Cffl v» 5, *U>„ - > k K V >BUB*m ^fc 
[o o 1 6 J 

H^7 5 ZHOiSfiafet LTtiU mx.it, Z. Boc, t -^>f ;^ + y 
/k. Cl-Z. Br-Z, T^v>^;i/^-^->7j;i/^;i/ N h'J7Wn7 

a/usK^/Hfeii, r;v^;uji^T-Mk (W£if, 

2 -7 y^y^-fr* t*<7)m$M. L < (±St#c7 

)V*)V3L?>7-)H\L) , 77)^^iXfMt ($lx.Cf; ^>y>x^r;K 4- 
^hD^yyjl/x^f/K 4 — * h #y^>y;VxXfJK 4 — ^ nu^>y> 

xxfJK AyXtK'j^fMt) ^ 7xty^iXfML 
K 5 >* K-ffcfc tic «t o XVmt Z>Zt &X § * o 
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a (Ci_6> r^y^oi^ ^>v>f ^36*^o7a^^ % /<vy**+ 4 / 

fr&o i-fMfci:at4itLTIi, Mz.lt, ^y>*;i^ fF5KK 
n fcf 9 - t - 77- f T'£* o 

^■n5/>W7iy-^tt*«l6ofiifl|3fefcLrtt. Mx.lt. Bz U CI 2 ~ 
BzK 2--hn^>V;K Br-Z, t -7^£ i?7& s ffiv>ibfr-5,o 

4 ^y*-;UO««3£fc LTI±, Tos, 4-p<b*v 

-2, 3, 6- h IM^l^y-tfy*;!/*^,^ DNP, ^^y>t*y^f;V 
^ B urru Boc, T r U Fmo c & iT**fliV»<s>*LSo 
[0017] 

., 4, 5-MJ?DD7i;-JK 2, 4-^-hn7x;-JK i/TStf-fl' 
T;U3-;K ^7-Fn7i/-;W HONB, N-tFD^yx^yU; N 
-KKn^7?H?K, HOB t ) ioxxf*) *Wfflv»fe*L*„ 

tf^';^>, fc>* 7 > £ J: 4 till, $ T^-ftTy-^T^ b U 

ot~4 oicoaR-cff**?^*^ m&SKfc^Ti*. 01*. if. t-v-/k 

f^7-y-;K *9trW—** /N*y^l^y-;K S»f-/kx/i/ 
7-ff\ 1, 4-7^^yft-JK 1, 2 -Ji*y OJ: 9** 
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[0 0 181 

f - K t C *3BO * -> * £ Bfc* L£: * > *9 % t tz 

7"f- Kfc fcftjfU ittoO* wc^Kijttt^T"^ KSr-tSBLfc J: 9 ftfi^ 

7?;SI^<r -*^*V^3IS:3fao7^3-;HBIi:ie^L75 y^^r^ 
[0 0 19] 
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bUft^-ff- Kfc L < (±7 5 /ntH&m-t ****** 

(DM. Bodanszky JSitf M.A. Ondettu ^fK-v^ (Peptide Synthe 
sis), Interscience Publishers, New York (196630 

©Schroederfeiiauebke, * ■ K (The Peptide), Academic Press, New 

York (196530 

®&S«*Hi!U ^^fK^Siltm (1975¥) 

d*fci§teiE iJimwilMftSF. £tt^SU*K£ i> * w^K^fc^ 205. ( 

197730 

®&»mw%&* mmm&<om^ mum. v&fc mmmis 

[0 0 2 01 

^s&w^w^si* 3 - k1"*#u^^v*^k^ L-cii> tat**** 

NA94 79V-* tf^Lfcffllfe cDN A. tTCBLfcffllfe • SUftfi 

totalRNA4fcttmRNA«**rW«LfctO*ffl^T** Reverse Transcri 
ptase Polymerase Chain Reaction (JTr\ RT-PCRffi «*■*-*) K*oTJ** 



ffifE!|f 2004-3029307 



#12 0 0 3- 1 4 9 6 7 9 ^- v : 17/ 

$ JUS Jg^K^iJ £ fMTt $ {i@fi^ij#-^- I 2 T^E $ i&^E^J t > •* 
^^hT/yx^f &MrTT*;W ? l ) 74 S^HSB^J fc^"* U HtTiBLfc 

[0 0 2 1] 

X"C§ SDNAi: LTti-, «ittf, Efll#» : 2T-^£*t£&SE?'J£:ft8 
5 %JSLt, ftt L < ttft 9 0 %m±, ftL< i±tt 9 5 %J£JL±, # * L < (itt 9 

(f N • ^n — — >^ (Molecular Cloning) 2nd (J. Sambrook et 

al.. Cold Spring Harbor Lab. Press, 1989) KiSfSOTjftfc t'Ktfco tff & ? 

A^F'r/yx>F=!cMJ:li, «x.lf, ^- h U A«JR*«*& 1 9-4 0m 
M, $f t t < lift 1 9 ~ 2 0 mMT*, 5 0 - 7 0 °C. iff* t < f±ft 6 0 

-65 TCO&ftfcTjrTo h U •> Aa^9E**ft 1 9 mU^mSLWh 6 5 °C<D 

AfcttFfflv^tLSo 
[0 0 2 2] 

*»W©flJ5^yf-Kft3-Ki _ *#U^^V'*^-K (0tk DNA) £: UT"± 
, TWrj£Lfc3fc»9loa5^yf- K*a- K1" ***Eyj *^T"t* fcOT&tUT 
V»*44 40-C*9-CUV», ^ADNA, ^/ADNA7>f7'7 , J- 

. BttaL^»-^S^OcDNA, tKrELfcifflJft • jBUKS^cDNA^W 
7*7V-, MDNA©^fti"e^<t^ 
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^H^O^^y^- KSra- Kf^DNAt LTJi, iilf, : 2 t? 

& $ ttSm^Seyfl £##1- ^DNA <9-g&3-£^1- ^DNA, * tz 

9. £ n - K-f * D N A (BJ^Sr^l-i D N A 4 Wffl *L* 0 
[0 0 2 3] 

- - y x zF&mvmm ztib zm-^wn 9 >^9M t mm 
§m<o 9 - K-r aaats^j©— »5fr&-g*-r s-frjfcD na^^-? 

- * ffl v> T P C R ftfc i o Tiifi-r & tfs i£ (4M^ * * 9 9 - D 
NA wc*R©— «p*-6v»ii^**3 - K"T* DN ABffrfe L < 
tt#J!fcD N A *fflv»-CBt« Lfc * © i: tfW ^ v a > K «fc ^> rSglJ-T 
5:M ? T*Ho A'f'/'J^-lf-yaJ'WJ, #!)x.i±\ Molecular Clonin 
g 2nd (J. Sambrook et al.. Cold Spring Harbor Lab. Press, 1989) KiSfc^ 

DNAOjg^iE£!]<7>^&{±. PCR, 2rft]tf>3r y K ®lxJ±\ Mutan™-super 
Express Km (*) ) > Mutan™-K (SSjt ) ^£fflv>T N ODA-LA 

PCRffi. Gapped duplex?*. Kunkel&^£#x&&<^£&& v»l4-€-*ie> fcifci:* 

^n-^t$*L7t^>^^K*3-Ki-*DNAttltttcJ: 0-€-<Oi4, 

T'i^o tDNAI±-r©5' *3M8lCtHRBI*63 K^i: U"COATG«r*U * 
tz3' *M£liMRfelI:s K>t LTOTAA, TGAifcttTAGfc^TLT 
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19/ 



3- K1-*DNA^^Sfl«Jtf SDNABrfi-fciDDffiU (n) iDNAilt^ 
[0 0 2 4] 

LTfi> TcMBfi^SO:/'?;^ K (0!k pBR 3 2 2, pBR32 
5, pUC 1 2, pUC13) , feOTffi*07 P 9X5 K (flU pUB 1 1 0, 
p TP 5, pC194) , BHSS3fe:/?.X$ K (0!U p SH 1 9, p SH 1 5) 

, /**^U*7 4 )\,7.ts:t°<D-mty)^ 4 fr*f£¥<nm. pAl-11, pXTl, p 
Rc/CMV, pEc/RSV, pcDNAI/Neo^»>?)^o 

±fc LtIv>5Ml±, SR 4 /nt-^- SV 4 07 s a^-^- N LTR7 5 

o 

-r*i<b<?>9*K CMV (if- -f Y fffu<$ j 7*n^e-^- N SR^nt 

-^-*^sr«v»*o**«F* lv\ m±tf^>*vKTmmx'$>&m&i±, t r 

p/nt-^- lac/nt-^- recA7 , Dt-^- aPl7'd*- 
lpp^nt-^- T7^u«-^-4^ m3E&/*1 L )VAmW-C$> 
S PO 1 -7°n^-^^ x SP027'd*-^-, penP^nt-? 

„ GAP^nt-^-, ADH7 s n ; t-?-^WIUs «£;6*B&IBfl&-C 
jKU^KU >-/n^-^- % P 1 07n^e-* Lv\> 
[0 0 2 5] 
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"<-5>: 20/ 



V40o r i t$t:%FtZ>i§ s &i)S$ > Z>) f£#;fr LTV>£ OSrffll/** £ ttfX 
Mv-A-fcUii, yt Kniil^f (J^T, dhfr 

tms^-t hm&tfhh) mm? [^vM^-t-h (mtx) #&] , 7>es/ 

(&T> Amp r tmfctZWi'£tf$>Z>) . > 
fei^ (&T> Ne o r tB^f*^****, G4 1 8»tt) ^«^»f ?>*L*o 
dh f ritf5 : i L ^tl'f-^-r--X^A^^-am^ffl^r d h f raffs?- 

& - # - l -ctt/rr a g w«e=F £ 5 ^ ^ & v>^% n j 
^*ffljtc#irai-^ 0 fcrKB-efca^wu PhoA • v^^;uge 

MF« • v^^;HBJiJ, SUC 2 • v^tr-^E^J&if, ^^^SbttrjWlg 

"C^^^r-^-l'fi^ -f >ya'J > • v^^l/gE^J, a — -f > * — "7 x. U y • l/^f-y 
[0 0 2 6] 

x->i U tTlIO^Mi LT<±, flxtf, iS/jt -Jt7o') (Escherich 
ia coli) Kl 2 • DH1 CProc. Natl. Acad. Sci. USA, 60^, 160(1968)] , 
J Ml 0 3 [Nucleic Acids Research, 9^, 309(1981)] , J A 2 2 1 [Journa 
1 of Molecular Biology, 120#, 517(1978)] , HB 1 0 1 [Journal of Molec 
ular Biology, 41#, 459(1969)] , C 6 0 0 [Genetics, 39^, 440(1954)] & 

^f^IftLtfi, X+fr*. •^ry^-)VZ (Bacillus subtilis 

) MI 1 1 4 [Gene, 24^, 255 (1983)] , 2 0 7-2 1 [Journal of Biochemist 
ry, 95^, 87 (1984) ] £ Hifim^ hti&o 
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LTJ4, Wilis t';A07^-t^ -fel/^x (Saccharomyces cere 
visiae) AH22, AH 2 2 R — , NA87-11A, DKD-5D, 20B- 
12, y/t'^ny^-tX tfy< (Schizosaccharomyces pombe) NCYC 
1913, NCYC2036. fcf*7 b U * (Pichia pastoris) KM 7 

[0 0 2 7] 

^Wtlfflflt (Spodoptera frugiperda cell ; S f BM) > Trichoplusia ni<D$> 
Ifl*<5MG llfflMs Trichoplusia niOWffi^OHigh FiveTM|fflJ&, Mamestra b 
rassicaeS^<7)|ffliai^f4Estigmena acreafi^CDlffllg,^ ^* ? fllv^tL^ 0 
W#BmNPViOt'g-lt 5A$$Hbni& (Bombyx mori N fflW, BmNil 
) fc4rd f jflv»&*L&o f jMJB& LT«i, MxJf. S f 9£fflfl& (ATCC CRL1711 
K S f 2 1 jHBJg (m_t. Vaughn, J.L. <b, -f > • tf-f # (In Vivo) ,13, 213- 
217, (1977) ) & t*&m V» <b *t£ o 
ftStLTIi, iiii, A'fnoM^OTv^W CntTBa 
(Nature) , 3 1 5*. 5 9 2 (1 9 8 5)] 0 

MVdfflJktLXte, ^HJ|C0S-7, Vero, ^W^-X/n 

A^-DSCHO mT, CHOMfcB&fB) , d h f ril^&Jgf-W- 
-X/^^^-I)6CHO (JilT, CHO (dhf r~) m& t B&IE) , 
Lil, Y^^AtT-20, v>^5J.n-TM, 77hGH3, tbFL 

i->i';tTJKmS:3gK(Sife-#-*tctt. fSAlf, Proc. Natl. Acad. Sci. USA 
, 69^, 2110 (1972) ^Gene, 11%, 107(1982)& Z\z f m<V%& K^oTfrfc 7 

[0 0 2 8] 

;i/ • vjc^r-'f y^J* (Molecular & General Genetics) , 1 6 83£, 1 1 1 ( 
1 9 7 9)4£fc!B*©#tttCtt9-CfTfc5 
»#*^JM63SW-*fcli. 0flx.WN Methods in Enzymology, 194^, 182-187( 
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&m 2 0 0 3- 1 4 9 6 7 9 ^- v I 22/ 

1991), Proc. Natl. Acad. Sci. USA, 75#, 1929(1978) & if KfBlftO^ttfcft 

fiMJIi;fc«iSA£^JtlE&-r£fc«4> 0lx.MT, Bio/Technology, 6, 47-55( 
1988)4 ^KSB*<0#ftfcftoTfrfc-9 £ k^li, 

263-267(1995) (#fltfc5&fr) . Virology, 52^, 456(1973) iCfBmo 
, fajxJf, 7***M>\ ->a«4£\ gfltU 

wu «x.tf, 7 a sag, ffiffl&m, 'j*-> 

. SUMS', *S*k Al^<">3«itBjB[4iroj!s«ijttt*«!»S, 

[0 0 2 9l 

y@££-^-tfM9igi& (Journal of Experiments in Molecular Genetics, 431-43 

3, Cold Spring Harbor Laboratory, New York 1972] tffti Lv> 0 

KJ: tjy'n^-^'-^j: <@^-fr*^*lc, flUxJf, 3 p—4 > YV J^T? 

v )vwl<o «t ■? 45i£#j £ snx. & £ £ t&s-c i z> o 
te^s^y t rmMows^ «*ttjenrift 15-43 rti) 

fi^N'fJWII^i^ 3 0-4 0 tt* 6-24 #Hfr4 
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(Burkholder) */.MgMfc CBostian, K. L. <b> Proc. Natl. Acad. Sci 
. USA, 77^,4505(1980)] ^0. 5%*f mnSD« [Bitter, G 
. A. Proc. Natl. Acad. Sci. USA, 81^,5330(1984)] tfmJhttZ> 0 igife 
OpH{±^5~8lc^i-^>^^f tv> 0 ^{iilHtl-J 2 0-3 5*0^2 4 

ace' s Insect Medium (Nature, 195, 788(1962)) K^IMfcLfcl 0%^vjfa?f^ 
<r>m\MZ^&n^tz^(Dr£t*ifim^bti& 0 *£i&Op Hf±i&6. 2-6. 4 1: 
WW * L^ 0 2 7 tt?^ 3 ~ 5 B m^f^\ £«tCJEg C 

-2 0%Oj|&jB4 : lfllf»«r-&trMEMJS«l [Science, 122%, 501(1952)3 , DME 
MJ&Jfc [Virology, 8^,396(1959)] , RPMI 1 6 4 OJ&Afe [The Journal of 
the American Medical Association 199^,519(1967)] , 1 9 9Jg% [Proceed 
ing of the Society for the Biological Medicine, 73^,1(1950)] & t'fim^ 

hit&o p H t±$j 6 — 8 -c& h <n-hm* Lv> 0 t&mnmi&%j3 o~4 or-ciu 
5-6 0B#mT&v\ #5? tc js c zimz-Z>o 

/ ft * fe* * l » -5 e: t & -e § -5. o 

[0 0 3 0] 

x-i o o TM 4 WiSiStan^j *i-ci»»r Uv». Wfl£+ 
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24/ 



iLbv&toKDfrm, msimtLxiu mv^mmitm^ zommmzmmi-z 

[0 0 3 1] 

^r j eb»;7'v> N T^^-;i^^> K^y^^— fc\ ynf^V^rt-^ ^'Jn 
. [0 0 3 21 

# ? n - ^ifrffc, *7^n-f /MftfcOflrfLT?* otU^„ 
*S&Wo*v^RfcL<tttt^^K*fc»i*©:£ (BIT, ^C5i^[: 
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(a) */*n-?-/l/tt#e^tt©ffc« 

*f6^^^^Rli, ajMM&fc*tLTtt4fcJ: 5«s#:*fe*naiBft«tt»c 

#LT&.fcv\, »!#tta#2-6a«KlEir"=> % tt-2-1 0H»Rff*>*tSo 
JBv»<b*L*ffijfiLifr|&fc LTIi, 0lx.HT. -9-;K ^-9-^> tWyK 

;UX^-f>0^ [Nature. 256. 495 (1975)] \Z%\s>9m-t& £ <trt ? -e§ & 0 
M^iSii^Ji: LT(i, tfiJxJf. *"V xf P 3 -?V (PEG) *-fe > ^ •> <r 
W4Wff,*ii^ «fi L< liPEG»»t.tii, 
[0 0 3 3] 

fililtltli, NS-1, P3U1, SP2/0. AP-14 

^bti&mmsmm. mmmm) ^Lt^mmmm.m.t<out Lv>jtse«±i : 1 

~20 : lSftTNfeJK PEG ($ff L< fiPEG 1000-PEG6000) 
#10-80 %e«Oiftft"C«Jn$*t, 2 0-4 0 "C> Sf*L<{i30~37t: 
-e 1 ~ 1 0 > * > £ iz J: f) ^ «t < JHJBlte*$jfe-? § -5. 0 
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26/ 



tt&ww^mm % t-xmm Ltztysawzinz., m izm& l ; ? u — ^~ 
? x2-^)\,%m<7>whm, ^itztiizm z&umzm.^ xfr 

* mn t fctt W^^-C^t & - 1 § & o S80 £ «t J/W^igife i: LT 

1-2 0%. L<Jil 0-2 0%O4 1 ^BJfllf*^'g'ti'RPMI 16 
4 Oigltfu 1-10 %04^BJfil?i£#if G I T^ife (ftMIIf (*) ) * 

&v>{±/N-f K-T^#ffl4ftjfii?t^ (sfm-1 o k uikmm Of*) ) & 
t^fflv^^t^-eg^o mmuma, mn2 o~4 ot, $ff l< tm3 7V 
X'&z> 0 igmmmit, mn5B-3mm, &t L<aimm~-2Mfflx&2> 0 m 

[0 0 3 4] 

(b) ?u—t)vfo®.<Dmm 

*>3c&# (flk DEAE) iZ£2>miM&. 7 *nM&& 

mn$>&^&-fV7-<< yA&hWt7uT4yGt£h?<DtembMni<z£ OifrffcO 
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mm 2 0 0 3- 1 4 9 6 7 9 : 27/ 

1-2 0. *?*L<fil>;i~5oti^-e*7 p ^$^-^^^ s fflv^tt-&o 

#{±. ®#^2~6ii«lCl[D|^c> N fN$3~l 0@«j£ff*fc*l*o 

<2> o 

[0 0 3 5] 

#§&IK tf> 9 >'<?R$tz l±8P53*^ 7*- K £ a - K^-* V * * 1/ * K (W> 
DNA (JilT^ 7>f"fe>*#V 2? KOli?!i:^v>Tli, Cttf><^DN 



ttilE^ 2004-3029307 



- • * 

t&m 2 0 0 3- 1 4 9 6 7 9 *J 28/ 

££79 i ti it % o-gp & U Wi D N A <z>f&3i £ L ?# * ftM £ ^ir * & <D 

*l&WODNAtc^mftHffi1SW4iSa&E5!ltli, 0«;U£> *3H9©DNAi: 
«*fi*E^!l t & 7 0 %&±, » * L < lift 8 0 %£Lt, J: •) ffi K »« 9 0 

%ja±, tt»iL<i«9 5%ja±o*ratt«:*i-*tt»i»!i*^#*»re>*i. 
* e ^»woDNA«5ffiffl«^)^aiiiiyyd*>. U) «iRifiS**&fiiL 

fcft7 0%J*Lt, £f£ L< li*tJ8 0%JBLt> J: DJtf £ L< 9 0 %£Lh, 
$fiL<ti^9 5%J!SUi<Z)ffiratt*#1"*T>f L *>^#';^^W*f-K^ ( 
n) RNaseHCJ:4RNA^it}||fi|ti7>f-l:^# , JJ«i'Wf 

bn>^^«)DNAO^I»iSai©«iii:ISi7 0%£Lh 
> Sfi L < lift 8 0 %m_t. iDfflL<tt»90 %J£l±, L < fift 9 

o 

tt % BS?iJ#-^ : 2 -egg $ «@S?iJ mtiDNA ©ffl&Kai k 
I/** 1 h\ ff* L KiFHW. 2 -e^£*t&i£g@B 

sai ^dna o^m^ij &gmtb*ia&mm* * £ tt«eo-«***+ 

T^^-b^^^V^^I^^f-Ftia^ 10-4 OOTS. UiL<fil5~ 



tbiE# 2004-3029307 



§12 00 3-149 6 79 ^-v 

: 2-e*S*t4ifc!6E5!|S:*-j-*DNA^N>f ^X-f-z, 4o-e**ttf»/> 
[0 0 3 6] 

^xnii^-ei, BERNAo^ifc «±^ig * zzt &x- § & a\ 

»*»LTV»« 0 ^WKJt^os' ^7f>;v-^ 5' S6-^-* 
s<T • y tf- K 5' 3fi£ftflnKfij& sKU^y^ KfflSRH&s K>, * 
a-Kfttt, ORFfl|^i3K>, 3' M&WIKmm. 3' »/<V>Kd-a 



fctSBEifc 2004-30293 




#12 0 0 3- 1 4 9 6 7 9 ^->> 



v **- * i-g-* l x v» s u * v y * v * ^ K> D _ , ; ^_ 

Tv>4#y V #<* * i,** K x yij >£fc(iey = y>aatON-^V a?/ KT? 
IIDNA, 2*«RNA, 1*«RNA, DNA : RNA^ 7V y K^ot 

*3x-cv»-c&v»„ i^i^ftiwjiwii, ^Mbs^fc^y ^jsi^try * a 
y. Ty-MtztttzfvyjszW) <v> y *«vMi*ett«>*xa**trt 



miE# 2004-302930 
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31/ 



tm. (RNA, DNA) LTi±, 

V<Dm&*£*)'bZ%i>mzi-2> 0 Z.<DHo%mm±. fll^fPharm Tech Japan 
, 8#, 247M4/cf±395H, 1992^, Ant i sense Research and Applications, CR 
C Press, 19934? & < $ *LT v> & 0 

#*&<7>m# £ *mi- Z> «fc n KM < # U y v >0 £ ^ & y # ^ mmm t 

#Wb*t£o W3' 3»*fc»±5 

»KBB*$*Lfc4r + y7JB©3£-T\ If, RN a s e & L'<DZ 9 

-^*(±i:*t Lfes»»»-c»c,*Lfe*aa6o«iia6^tf?)n***, -etui 
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[0 0 3 7] 

K*n- K-r*4fV5^>*-f-K (0!k DN A (J£i.T\ #»9!«0D N A 
[0 0 3 8] 

/re**o .tor, *$km<o? a- K-fSiS^OT >*-fc 

[0 0 3 9] 
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Ltz&vX, **m<»* V^WODNAte, Mx-lX, 

lit U«fflt4Cf:#T?*4 B 

Jt*S&S$-fr*.l*:KJ:oT, (n) W:$m«DNA*jfAU *»IJ9© 
**!flODNAt±ffi©jfi* -TOfclfc Lr^M-r^»i#^{±, iDNA^W 

ffifiE# 2004-30293 



# 
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CO-5 0&£f) &£-£#J3LT*> iv> 0 iMtLtli, tfUxJf, rfvftu * 



ffiffiilf 2 004-3029307 
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[0 0 4 0] 

r >^. -Y;*. fWOy-^f) LTjS:-^-"J"-2> biPX 

*»Wo^>/"C^R^oS#JH±, fcttfcfeft, S#*MSu 

SnS-S--*-**-^ — UfcWtJftA (#S60kg£LT) H£v»TI4, -0i:o|i 
*>/^«&*tK).l~100mg. ff$ L < ti^l.0~50mg, J: Off * L < tiftl. 0-20 

mW<D?y/-<?%zmMMv>MX*j&A (#S60kgi- Lt) — B 

{'oi^^>7N-^g$r|t,0.01~30mg^ «? £ L < (i*t»0. l~20mg, J:«9ffiL<{i 

&o. l-iomg&mgBK&st-r s c: t iz x o <d & 0 m^m® 

<Dm& & , M60kg=l fc t) L £4 iR*? Z>Zt rfX § * 0 

[0 0 4 1] 

(2) mmiztti-z>femmmt&®<7>x?v 

Lfc^oT, #S&l»©* W**KI4, *%W<n?><*?n<Offi&t:mW1r2>ft 



2004-3029307 



• 
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JMfc^tcfi. ±mx?v-->mmz&^ri*, (i) t (ii) <d 

Titers tot?**, 

^ft^ nw&m. ffljiaatH«[, mmmmwi, wtVommMmfoktrimir 

7 7-i:ii, P H&4~10 (IlKlt pH»6~8) 0'J>»/^77- 
± #fflv»(b*L& 0 *i±<5:LT{±, tfJxJ*. CH0ii=5;i:*©|j)ft 

^%m<^^>^^<nmmm.m^mt, ^mo^m, mm, chem. Pharm. 

Bull, 41$, 118H, 1993^KSBIRO*ft*av>li-e*t»ci|6C**ft»caor«l 
011 xtf, ±|2 (ii) O^K33tt*ffitej&«-hiB (i) ©W-S-fcJt^T, &2 0 
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*&W<n9>'*9%e>1&&*%Mfrktt& ! fot LT. ±8B (ii) 
KfcttSfiHfeWiSi (i) W^Kib^-C, &2 0%m±. jf* L<{±3 0%& 
±, i»)»JL<lift5 0%J^*^**MttMfc^fc*^©* 

#jaMbfcfc> 3&»fem«, *tt»m$u ttWittflU tM&»jtt»tB»U A*** 

[0 0 4 2] 

■hmw^^x, %^w(T)9^^9^*^-Y^%Mtt<D5m.*m% (-{Siti 

ffi. ^n^f77x;i'F-f37'^ HfiUStt— a-p^ 

LWot, ^iiO^V^^WK (#!k DNA) Ji> *JfflO^W^ 

X?V~-~>yjjfetLX\*. (iii) *»WO^^^R*i4t4t«J* 

* 2> ft* * * *w& t t <^Jt^ * ff 3 - 1 * #@ t & * 
±K#ftK*jv»-c^ (iii) t (iv) o^g-tcinta. iwaaewiHl* ( 

ftftWKtt, ^W<D-9ys*?Mm:ttzl±mm9>'*9MZ^- Kt^mRNA 

s) **jsel-c, jt«-r*o 
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o 

ii77 Lxmm^ : 2 z tz\±zv>-&fr*^^%tm*m^z> p c 

fliRlf, ±ffi (iv) <0»^Ki5»tait^H&S*fc* JtlB (iii) ©»£-fcJfc 
-<T, g)20 %m_Lx ifJL<!i30 %BLh, J: 0» * t < «±$J 5 0 %&_t-t# 

^7 2 0 Sf* L<{43 0%mJt, «t L<f±&5 0% 

[0 0 4 3] 

^-n- vmt&yn, temttem, mmftm®. mmmmu. Mft 
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J^-ffi, M§&&T)Vy^4^-f?l%:£) x V>ffi, 
[0 0 4 4] 

ttEEft 2004-30293 




l&m 2 0 0 3- 1 4 9 6 7 9 ^- ->* : 40/ 

ffi*fiW*±»JRttl«i|, &T£*W.U &F«3&*fflk ®5l*r&M3>k jftiSffifcWJ. Wfflf 

V/W<— h 8 0, HCO— 50 (polyoxyethylene(50mol)adduct of 
hydrogenated castor oil) ] & £ tffim Lt i> X v\, flllteiftfc Ltlt 01*. tf 

a**JB*#J & ^ 1 1" i o TP® $ & o 

TW\ &3J> *r-fe/u»J, ffiW3W (7^M > ^w*^#«^$*u * 

'(t&O^MT*{410~250mgO_h|B'fk'i-!iJ^^$tt-CV^ ifcWI Lv» Q 

Z.<Dio\zLX&btiZ,mM &&£:X&mVtX$> Z> (OX, m x. If „ thifcli 
iOjALtblb (flili, 7 7f> k^a 79, h y 

„ *=u izttLxmnm^ifzmmn&iKik 
5.i-2>zttfx%z> 0 



ffifE^ 2004-3029307 



>&m 2 0 0 3- 1 4 9 6 7 9 ^- v : 41/ 

i^|life(i-?-<7)SoS4fti> -e-ofpffl. ttJfcfefU «#*f*U 

*w**K«>jStt*Ptt ?-*ft^Sfctt*o&*£P«!#l-*» 

Ol^^O. l~100mg. iff 1 L < ttttl. 0~50mg, «t >5 SP* L < ttftl. 0~20mg^# 

^Ei*^<tot*i4*#, «xtf, T)i>y'U-?-m<Dtem<Dmt) 

aiO^-CMJ&A (M60kgfcL"C) -HColiMifc 
tt^Ottt#&0.01~30D®gfl?. »4 L < lifcO. l~2QnggK. £*)Ut L < li&O 

[0 0 4 5J 

( i i ) mkm t e#± * j« b L w oifiteis i tfiMfefl: $ W o B(l 

o 

±IB (ii) Oje*jftt^v>TJ±, -^fOtfc#*«*»WO^>/^K^N»«* 



!±iaE# 2004-3029307 



#0 2003-149679 



42/ 



10 0 4 61 

<&-eiifc<, *«&*+OttK* (Witli, KMJSLfcfitfts fit 

*Ltf, ^-f*t<D«3fefe«:fflv»-C4 iv\ tfUlf, *7n> itett, .-f A 

* (flU C 125 I3 > C 131 U , C3« . (14CD , C 32 P] . C33p) , [35 S ] fc 
if) , mtmn M, y7^>fttl (flU Cy2. Cy3, Cy5. Cy5.5. Cy7 (T 

^ f&*tJ® ^/7xp, 
t»Jt^i:Wf7-7^7>^^fflv^ia-e^o 

[0 0 4 7] 

Citify xmmfbuz 0 



2004-3029307 



# $1 2003-149679 



41/ 



Bft^tfctt^oaois^irtu -e-o^ffl, *t*£.su s^w- 

-a-, -HfcWfcJfcA (#fi60kgfc LT) Kfcv>Tti\ -Ht:oi8ft*«*fcl« 
O*l£*t0. l~100mg> »SL( ami. 0~50mg. J: «J * L < tt»l. 0~20mg&-5- 

5tt«>J£-C»'»J£A (#tt60kgfcLT) fcK^-"*-**^ - B fco £ ffrtfrfr* * fc 
f±-€-omSr^0.01~30mg5ejg> »t L < l±&0. l~2fo*SK. «t «9$f4 L < «i»0 

# fi60kgiM 19 L fc* *ts#-r * - s * o 

[0 0 4 5] 

otrL#t *m#f$>z> wxmm c *^bs#-t«>**3J«>©tt 

o 



ffiiE# 2004-3029307 



#M 2003-149679 



^-v* : 42/ 



10 0 4 61 

fcfr=FZ<Di><D*m^Xi>£ <. ttz, fofcfr=?-<0?(ab')2 > Fab* v>{±Fab 
ta^*0«tR«r*tf«l»«L*fflv»-Cftllbfc«»|5|!II«lJ: 0#ffi-f*«l5£ftt?* 

tttf. v»-r*to«jeffi*ffl^r*» fluar, ^7d^k<j- > strife, a 

# (flk C 125 I] , C 131 I] . &Q , C^C] , C32p] , C33P] , [35s] * 
if) , CfiU yT-^f*fet («, Cy2. Cy3. Cy5> Cy5.5, Cy7 (T 

[0 0 4 7] 

# 'J X ^ V y , **'J7^'J^7^K> v u = y^<^j£tfJ3&. & * 



mSE^F 2004-3029307 



2003-149679 



43/ 



ftftjKt©*^© * Kifc^ft-T & ^ t § 1 *RJS t 2 
[0 0 4 8] 

**B©* / ^n-t/Hft***?' N y^ft^OiliJJev^-rA, 

o 

«««ft*o«yR twiwffiK fc «r«tfltu*r L-cSE-a-w 

*Rjfc©*WJftJg(F) k, «#fc»^Lfc««««W (B) fc£53-]i£L ( 
B/FfrM) „ B, Fv»-f*L^O|RSfcl:S:a95gL^ «fc»«t»©J*IK**:£*'*"* 



fcfcfE# 2004-3029307 



#^2 0 0 3- 1 4 9 6 7 9 ^-'J : 44/ 

fc7F»ttofl;l**o**«lJ6"t*o t^toStgM^*^ «oit» 

[0 0 4 9] 

Ail mil r«9WAy7?-b>fJ (Rfctts BB*n5 4^3&fr) * HJU#i& 

%m&l (*3JR) BB3II6 2¥S&ff) s TMethods in ENZYM0L0GYJ 

Vol. 70 (Immunochemical Techniques (Part A)), IW|# Vol. 73(Immunochemica 
1 Techniques (Part B)k M Vol. 74 (Immunochemical Techniques (Part O) 
1^* Vol. 84 (Immunochemical Techniques (Part DrSelected Immunoassays)) 
Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods)), Vol. 121 (Immunochemical Techniqu 

es(Part I :Hybridoma Technology and Monoclonal Antibodies)) (JiLt, T*f* 

, c*i, Tivy^^-i (flu ^7^7^^^-^ ^f^tt 



tBiE#2 004-3029307 



#M 2003-149679 



45/ 



[0 0 5 0] 

(4) itfSWBril 

SjfUWfc (^ilf> 77h> *;we-yK *-9-3f* bVs r? 

, tcu»t**l&Wo^>^ 

fcli-tflXMiH*:/*- K*r3— Kt5DNAifclimRNA©It (AHk^ 
^ttJi-^it^-e^^OT-, ix.lJ> RDNAifclimRNAOjS*, 
& vMil&SteT^ |£DNAi£{±mRNA <DJi Ja£> £ v > l±%5li§#- 

-fry N-t-yanPCR-SSCPS (Genomics, H5#,874~879H (1989 
Proceedings of the National Academy of Sciences of the United State 
s of America, f£86^, 2766-2770H (198940 ) £ *f K •£ *> ^Sfc-f* - £ * * 

o 

08 £ if. y — f >^ -f -XV -tf - ~> a > »c i ij 3£Hi&# i tt JtehWftffi $ 
x.tf*|ii£S£tfc&J!t C0IU 7;i/7A^fY-i ($k littr^-y^^v-i, ^ 



ffiaE# 2004-3029307 



^2003-149679 ' 46/ 

[0 0 5 1] 

(5) r>f-b>^# I J^^v*f-K*'&^ri"*isi 

flJ?©7Vf-t^#V>!^ V*f-K*i16«1£"T?**K &fltrtfci5lt**S&9§«> 
tt*5&9! © D N A *jWWf * £ fc ri f T* i & ©t?> #J x. tf. 

^yw^-*, ffl5Mt7^^^w^-jpi*^) * ^-^r^v^^ 

fcttHtflJMfc (flU t?^ "fr** 

fcttrt K»9f *ifc*TS*o 

k , mie<7) 7 > > * # v * * ^ * * k * «* y A * if fc 
»T>f-t>^#';5«^v*^K©a#*tt^ *wmjsa* 

7>f *>^#V 5 ^ v*f Kfctt4t*^ HRttfcJftA (M60kg) K£ 
v , r{i> -HtolfT^f-t^^'^^W K«r»0.1-100«gjft#-f *. 



WSERr 2004-3029307 



#0 2003-149679 



47/ 



gB^^-r^.— fiiiRNA, *%w<o ki-&rn 
2>zttfx*£z<Dx^ wax, wm$mm& Tw^-*-ffi («k ** 

-SilRNAtt, ^O^S (#U. Nature, 411#, 494H, 2001^) KmCX 

*'-*fW Ali, £;%\<Djj& (#0, TRENDS in Molecular Medicine, 7^, 221M 
2001^) Ki^DT, 2£f&BJ§tf>*°'; ? v^--^ Kcog£^J^*lcl§:gtt-C^1"^ 

#-9M a t»Hf-r * ^Cio £ t tfX # * K 

o 

I0 0 5 2] 

(6) 



ttitE# 2004-3029307 



# 



#0 2003-149679 



48/ 



* Stuff*®*, *WW4L<ttJ^Wfc**«f<»^**« ***ft**l±* 

fmn&5-*>i±*>«>tojMttLxK. m& wffiv>?>*u 

ffiWWli««sa«!l." &TfflW*k ^ffit^k tt*as*fflU jSSiflEWfclfcifo 
h80. HCO-50 (polyoxyethylene(50mol)adduct of hydrogenated castor oil) 



2004-3029307 



&m 2003-149679 



49/ 



>ftil«7)^iJ^-e{±10~250mgOJil5^L#^ ; t$tL-CV>^, i fcW* Lv> 0 

?K fcy>\ 7*. ^y, fcttLTSPtti 

0.01-20mgAg#meJt> «f* L < 140. l-lOngAgftMR, $ 5> U0i L < l±0 

^tr;i/7^'f-7-i, jg^ttr^y^>f^-*. ms&ttr/i'y'W-*'-*!* 

7x*h-t3m Mtt^^-a/N'f-, 

[0 0 5 3] 

(7) DNAWt 

M.*ttDNAfcl6ffi1-*) ifctt*0*WNA (^wMtt^IDNAi: 
(1) *WMftDNAJ^ttf^IlDNAWI.^t MtSJMfe. 



tBiE# 2004-3029307 




#M 2 0 0 3- 1 4 9 6 7 9 ^- v I 50/ 

(4) *|6W^*ttDNA4/iJ±-e-0«*DNAS:**U *JltMfct*^f 
[0 0 5 4] 

#S&EW*ttDNA£fc(±*0&#IDNA*:#1-*#fc MHIL1M& (&T\ 

B»ti-**|&Won*ttDNAS:|E»U ifflJ&«*> *U»J£** ffcWB-** 
j) $ i t \z X !? D N A IS III fcfEffil" & - «t 4> "C # h 0 

ttz, mwm^yy-mm^ fcwtv** mxa. m*tvx, C5 7 

BL/6m DBA2**»ir> B 6 C 3 F i BDFi 

,m B6D2Fim BALB/cIt, ICR*«4W tfcli7^ ( 
«x.tf, Wistar, SD*W 4tW^L^ 0 

[0 0 5 5] 

<Z>fl.*tt D N A t it, $¥ k h «?L» Ltv^ © D N A 

T-t±fc<, v^f^ilLUW^fl-aaS^tL^II^DNAt^^ 
$m©^DNA t L"Cf±^ 7cO*|&WODNAOJfil6E3?>J«» 



ttSBE# 2004-3029307 



2003-149679 



^-v: 51/ 



oTtt, »DNA*»ftiHWa-CI&a*^^*^n*-^-<Z)TaK:»^LfeDN 

NAW^-^Si^, £*Lfc#Rltt*«Kv»»W«>DNAS:*i-**a**L» 
ft Wilt f*^. * 3 » ***?K 7 7h. v>}j*£ 

if) fi*ODNA?:M$*^ S W^^-^-^T©:, :£3&BJ<£>thDN 

otna *m;%m-r ^dn Ammm%M%o & £ t * s "? £ * ° 

[0 0 5 6] 

±feoDNA#imPt5^T^9 7'n^-^-«!:LT(±. flIAtf. (D* * ( 
*<fAO*, Htf*^^ a* 1 ;*** JcS^S DN A©/n^- 

JlL/J^A^Mi^^ ^7f^Kl, KIO^WKH, ^7- 

y> im&zvi 1^ 7 ? AMP^^ ^^®*t-*v 1 



tblEiff 2004-3029307 



!$m 2003-149679 



52/ 



SASfilfitH-H^ flftl/*^-foV>*t-* (-«KT i e 2t«&$W 
) x tb'Jfi*^A7f/y>3 V>BMb»* (Na, K-ATPa s e) 
, ia-n7-f5^>Hi«, **xi*f-*%4 > Ifcitfl I A, ^D^nf 
4-7— ^t^-, MHC^5^M (H-2 L) , H- r a s, 

K-^^>/9-*Kft»*. fW^**^-** (TPO) , ^ 
f- KftlSftHT-l « (EF-la) „ pT9?-y, a&ZVp $**s>*&* 5 
43*0*2, U'J>««r^Jt, f-D^rn Thy-1 
> ^n7'J>, H«TO» (VNP) > JfaTtT^n^f KP =r K 

a (EF-la) W7n*-?- KY&iiXF- 1 ?}-') pTf + y?**-*- 
±fB^**-Ji, DNA^Pi?L»^i5V>-CgKt-r^^^-b>^-v-RN 

«PiL<* #Ux.{^> ->>f ^^fi^iWattaJftftA^^-DNA^EydSrffl 
CI flF4 L<tt, ->5T>^-f^OSV4 0*-5**-*i^ s 

[0 0 5 71 

-e^flfe. B«li:i-*^*ttDNA*S5>t*WI&a§«Bfi9-e#DNAO^r 

y n ^-^—m^5' -Lift* :/o *v»tt«R*** 
03' Tift K*|jrf*ii:'bBWtJ:OTO , e**o 

HgU TO, ?ttflM»l|gL aU^BI&S^DNA^irFriJJEO^a^ADNA^ 



tbiE# 2004-3029307 



mm 2003-149679 



53/ 



mat Lxm%-rz>zt&m*z>o ttz, ^»itDNAii, ±m<ommt 
tttfi-^x. z<Dm&mm& x wmoi-^r «^<^*1£d n a 

DNA^ H««F-t & C SrlMB Lt, iDN A-R^Ttt W 4: L Tifff)^ W% 

ffi»!»©K^«ll&Ui3V»r*IIW^*ttDNA**3i«lt=^E't*i ttt. ^ 
!HCttait*tl5|ct*. ^OMttDNA*§(tIV^ii©Mtl© 

o 

<Dmm^ws^> ^ t \Z X «J i-^TOT-^^DN A <fc 9 fc*JS 

[0 0 5 8] 

*|&9§«>jE#DNA*;rr**fc MSSJMfcli, *S§9l<9lE#DN A* s if5$&3i 



ffiSMf 2004-3029307 



$?m 2003-149679 



54/ 



h». i«©DNAI*ft^iftf»t*it#T?§*. SfflIP 
SBJfe&pgr K 43 It *3PJ3 W *Ht D N A <D$£& it , *MMMUtt* i t>* 

[0 0 5 9] 

^^DNA^tf^^t MMUMfeli. *ii©IfDNA^M 
Lxmf8-$-&Zttf~?%& 0 Witt, *fHHO|WrDNA<0Mfc**fflv»-C, * 



tiiiEi|# 2004-3029307 



#M 2003-149679 



55/ 



f^W^MW (dominant negatived) *»W+**^^**o 
. t^ttr*?'^-** ^1tT^-;A>f7-«, «5ftttT^^>f^-*S 

yy^KY-^urm, »>j->h^mmm. 

* ± it D N A K t *) frfr* ff- K*l**a*r -T #S&9J«> * 

®DNAt^&«Ufc©*»**«MU» , M6***= J: OWU L 

10 0 6 0] 



mtiE# 2004-3029307 



#12003-149679 



56/ 



[0 0 6 1] 

(8) 7 •y^T'f HMfc 

( 1 ) #3&9J (7)dn A^fiHt-ft* frfc* * *■ ^ws^nmB. 

(2) »DNAi»V#-^-«e? (flU :*dMfc*0/?-#9* 

zmx-r&ztKSL^mmtzfrtzm (i) ^iBm^K^«. 

(3) i^ittfc-e*** (1) 3l«*W>raWIUk 

(4) ^>«UHf^7ifl«re^« (1) *3B*oK»«Blft, 

(5) ^7*tt«f!^'>^t*4* (4) «Ef©K^SS!^ 

(6) ^WODNA^ttttftS^UEDNAWW^*^ bffilLtt*, 

(7) SDN A**V#- WU *MM*>P-*?* bv^— fe'it 



miEilf 2004-3029307 



2003-149679 



(9) yyfttt»^^^^*4» (8) mm.<o#\zYm$iW) ! ®> 

(10) m (7) «SB*0«|»H, ttSM&frfl&fcS^U V-*°-*-itG^§£ 

[0 0 6 2] 

»*^+*3»:ftWODNAIwA*tt«ll*:llPx*ikti*>, DNA^S 
* t < B»DNA#a- KLtv»**»«or^^*0«tt 

HlSLtt!»«)E»«Bia (Jy>T\ ESil6fc«S5t4) 
*»WODNAt:A»tt«**Dnx.**ifefcL"Ctt^ 

i^W/7^7^bDNA^Sttiff£v\ 
[0 0 6 3] 

^iraoDNA^iSttft^^^EHiaJttWKWWft **W©D 

*ft&trzmimGm&fr> **v>ii ucz b tfite? 

) , cat (^D7A7i-3-;VT-tf->'l'b9>^y^v--lfit'f5 : J L ) *r<t* 
fc-TS * -Ife^mtii K J: t> V >©«i6*««i-4^ 
*4v>lix*y>HO-f ^Mavtf^Cflte^^CTtlMSS^SDNAKRI ( 
PO 1 yA#JTO->^;V^) *#AU ^^^^t-RNA 



tBfE#2 004-30293 



— • 

&m2 003-149679 

*mW<0 D N A Jh£ h ^\±Z<D&B<V D N ASE^iJ £ ?u - f t L.tzW 4 7 

y 7 f^^^-ftS t O D N A Jftfl.©i£#«#<& D N A @e 

m-f?*-*- k LfcPCRttKl 0«Mff U *§§^y -^TnE Site?: 

jfflia©»^ £*U HRBKttl 2 9^ESIS«ffl^tv^^ 

«^4ES«tWt44^lM^I*^ C57BL/6v^^C5 
7 B L / 6 IPt«^^ $ ^ D B A/ 2 t ®^ii:<t DtSfUBDFi^ 
X (C5 7BL/6 tDBA/2 h<DF \ ) tffl^lUtOft^tAffK 

»x.X. C5 7BL/6^"5r^*W«KJ#oO-C, Cl*L*:JBv>-C»<b*L*:E S 
■T Z> d fc T-ecOiifSW^m *C57BL/6v*;U::ft lOTTtt"?* * £ 

[0 0 6 4] 




tUfE^P 2004-30293 



2 0 0 3 - 1 4 9 6 7 9 "C- 3> : 59/ 

tv^^^Lt, lno^-gSOESttt «&50fl) -QmtrW. ^* 

1 0 0%^ Lv>^ ^oi^<7)^a6^W^<7)B3#-tffliSft^ {i ^ E slffl 

if , s t ott*@MMk«> <£ o **m* y < - r-mm±^u¥ (i~ioooou/mi) 

, 5%&BJWT*. 90%£») W^ltS^W^^ JWWK 
l±, Wx.lt b 'J 7v >/EDTA»ifc (MO. 001-0. 5% h V 7*s >/0. l~5mM EDT 
A> ff* L< b 'J yv^/lnM EDTA) MsSfc * 0#»ftU 

#l~3B«^ft^^ £*>B&fc*U&«>«f?*fT^ 3B»»fc**fc»ft**ja.* 

wfc«t»j*«*^iMW«t*tkK*o, anus. *«ft**« 

4 (D? 4 T'COiiC^t^i - * ^figt?* »> CNature «292«. 154JC, 198 
1*; Proc. Natl. Acad. Sci. U.S.A. £78%, 7634JC. 1981* ■ 
*r • xvyjtni;- • T> K • i**"^ ^7*nvS £87 

27** 198530 , *fl^ESlMMHt#t,M^«DNAH 

[0 0 6 5] 



tBiE#2 004-3029307 



Sftm. 2003-149679 



60/ 



/ y ? 7 ^ h £ ^ £ ^ ? tr ^ * o 

-7^7. &*<D*.mw d n a fin^a«MR*«>D n ak^j ^^^-tu 
mts*mM&*.K**>* ^wdnaa«i:$w:i»^ 

[0 0 6 6] 

■CD N A****** 



ttilE#2 004-3029307 



2003-149679 ? : 61/ 

xs**#* HtJU»*Kifc^-C^ «ef*B»^i 0«W«DNA*K 
ft <b ilKDNA^^T^SftTV'iifcWfL XM^M 

[0 0 6 7] 

(8 a) ^WDNAO^ai^^t^it^^'^ 1 ^ ' W 
IttT/wy^'f^-^ aMMtT/^'W'*'-*, ffi«ttT^/N>f^-#! 



ffifEJ^ 2004-3029307 



#S 2 0 0 3- 1 4 9 6 7 9 ^- v : 62/ 

* y - ^ > ^ £ is v» T/B </» ft * #f&9! o D N A »£7F£# t b HB& 
»*tUtt, t»«B i: SI*© % tf<b ft* o 
$HMb£*a: LTfi, «itif % "f/*-K, Kttfl:**, 

ra»uftu s&tf^fflai^ 
&.mnm z nmt^mxmwt z^&t lt<±. «m 

[0 0 6 8l 

«att*©jtfa«AiEtt*»isj i o &t t < 3 o %&±, <fc wspi l < 
5 o %&±&mLtcm&, m&Mit&yoz±%Lom&Ktt Lx^m • 



miE#2 004-3029307 



#12003-149679 



63/ 



^ 9 ,j yy-ft&*m^x®b*i2>tt&m&, ±«LfctttM&6**fe» 
mmimt lv» 0 fcit, #«x-{*\ m (^ixt^ u> 

nvfd-^K, 77jvi, vW>9U 3^*flk SreSU 

OOmg, »3L<«»1.0~50*, ± 0»4 t < ttftl.0-2(taB»4--*-4 . *«P» 

«*.wr, sft*»*tBH«^Tra#J&A (#S60kgtL-c) ©r^ 

< fi&O. l~20mg. <fc L < ttil&O. l-lOrngSrSHRffittK «t 0 * 
[0 0 6 9] 



tHE^ 2004-3029307 



2003-149679 



^- y : 64/ 



(8 b) ♦ftSODNAWrt-i^-^-OiStttffiiifcliBftift* 

$ -&itt<r>%>m*®mi-& £ -r d n a ^ 

— HjMB^ ( 1 a c Z ) , TOttT ** 'J 7 * * 7 r * —e&ittt fcfi^ v 7 

x 7 - * ans?- ft * & o 

BSTic#«-r^oT% p^-^-itfeW^- Y-tzmwsm* yu-z-tz 

tfjtfeT- (1 acZ) T?«LTV»*»£\ 
Miyyy K (X-gal) Oid ft l->*r-*©£Rfcfc 

(PBS) -e^^> X-ga 1 *^tf^fe^t?> gi&*fcl±3 7 < C#ifi: 
T% «Si3O^v>Lll|0B6$tm »i**lmM E DTA/PB S 



ffifE# 2004-3029307 



!&m 2003-149679 . 

mi-MX^o ttz, *tfefcfl£v\ l acZt3-Kt4mRNAt«iHU<> 
J:v> 0 

i; _ - > y-fi&xn h titzit&m l -c v> -c *> ± < > wc&*to 
©intt-cii, ^s^kh^s*-** («, ^aat (flu t** 

ifitv\ io^mtu-cti, mm. a«k *ft 

o 

[0 0 7 0] 

jLfc-fk^i»*fett 

(ittftttfe (#HxJ^ 77K ^'^^ ^-9"^ * 



ffi!£# 2004-3029307 



2003-149679 



66/ 



0 fflictf, *«WODNA»i*«-*yn*-*-flHt4:ia»-*-* 
ft<&»*«P&#-*-*»^ -ftWKJfcA (#S60kgfc LT) OT;V7^^v- 
*Jft*fci3V>-Ctt, -B£o£«ft***r»0.1~100«g, »4 L < tt*&1.0~50n 

&j0.01-~30mg, #4L<tt*&0.1~20«g, ± »)»* L < fi&0. l-l<tag*»*^W 
[0 0 7 1] 

*9!IH*Ki3V>T, tt3fe^T5yBft4if*WCSE^-r*»^. IUPAC-IUBCo 
mission on Biochemical Nomenclature fc**l^**v>l±3*a*fcS»t* 
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DNA :ft*->'J*'M 

cDNA VffWH* 

A : Tf-> 

T 

G : ^T-> 

C : *y y v> 

rna : U**BI 

mRNA : ^-yt s /y>-9**M 

d AT P :ft^>7f^>^5'J>f 

dTTP : 7** ^v^s yw. 

dGTP :>*^ri/^T/->>HV>K 

dCTP : f t+yyf '^> = 'J >S 

ATP . :7f/v>=T/S 

EDTA : xf-V'/^? ^Egffc®? 

sds : Hf^A'Saw-by** 

G 1 y : ^'J 

Ala I 77^> 

v a l : > 

Leu : n xf i/ > 

lie Mvn>fy> 

S e r : * U > 
Thr 

C y s : Sz-XrW ^ 

Met : 

G l u : 5 >^ 

Asp : 7^?¥Vl 

L y s :'J^ 

Arg :T»*f-V 

His : 



mfE# 2004-3029307 



#12 003-149 6 79 

Phe : 7i^V75-> 

Tyr :fny'/ 

Trp : >'jyb77> 

Pro :yn'J> 

Asn : 7^^7^> 
Gin :^^3> 

pGlu :en/;v?r/i 

S ec : ■fel/y'v'Xf'f > (selenocysteine) 

[0 0 7 2] 



Me ^ 

E t : if^i 

B u : ^'f-A'* 

p h : 7xi ^a? 

T c : fr>/ij i/>-4(R)-* ^ F* 

Tos : p-b ;VJcyx;W"7 * — A- 

cho 

B z l : "O^* 

Cl 2 -Bzl : 2, 6-v> ^D^/^ 

Bom :^>"^t*y^f^ 

C l — Z i^no^^t+y*^^ 

Br _ z ; 2-^'n^e^>> ; ;i'^^v'^^**— ^ 

Boc :t-rh*f**#-* 

dnp : i/- fn7x-;v 

T r t I b U 

Bum :t-7*h^f^ 

Fmo c :n-9-7;v^v-^^ Hr****-*' 
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HOB t 



HOOB t 



DCC 



HONB 



: 3,4-vt: Kn-3-t Kn^->-4-t*y-l,2,3- 

: l-t Kn^v-5-/;i'**;w*>'-2,3-->*#^>K3r~>'f 5 K 

:N,N' -yy?nA3p y^*;l/^*yM 5 K 



[0 0 7 3] 

CSB?iJ#^- : 3 3 
Hi&tffl 3 "Cffl v» h fitzTzcem <D&&W!ffl &7fi-fo 
CK?iJ## : 4 ] 

HJfeflJ 3 v» feftfcnested race/8 <f -r-O^SB^J fc^to 

3 -rffl v> ib tLfc y ^ v - £^i~o 

[K^J#-^ : 6 ] 
[BE^iJ#-t : 7 3 

[IE«-f- : 9 ] 

tw.mw. i o] 

f^<^^ife'6nl4T'#<btt7tEscherichia coli DH5 «/Cl-pcDNA3. 1/V5-His T0P0 
ii, 2003^5^22B^<b^mo<OTmiTHWl +*l&6 (S5®#^305-85 
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66) nm&ftmiKmnm&®&m%ift m^^m^^y?-^ m&w- 

M BP-8384t tT^te^tLtv^o 
[0 0 7 4] 

nnmi 

?j-7lW.=>7-y>*-*24K'7 l '-t- (SUMILON) HTP-170CD9 v \ (0 
^ ^ _ ;V ,X V £ •} L- 9 ? h WXWmMM £B27^Neurobasaligit!L 

(NB^flfe : GIBCO) \zmm Ltz®~ 25^1@/wel L3H |R|«« U fco (i) 

±m^mifafcM&mmooiMt%2>x i )y-*-*'(*s> erne) *«sunu (u 

) ±ia^«Bflanm^ffi2nMfc^*J:?^7 p v^-^> (Thap) *«iraU 4 
fc{± (iii) ±:lBJff«HBJS*. ^3-^«r*4*v>B27^DIIH«Nt-T?2ia*** 
jfcLfcfc. aJlfc**J:d2-7'**->^3-^ (2DG) £«U **t*'*U. 8 
j3«fctf24BSf$?£KflB8&<fc <5FNeasy Mini kit (+7^>) *fflv»T^»#3IS# 
fcftvuotal RNA^ffltiiLfCo LT±IB^J (Tnc, Thap* * tfZDG) Oft 

Toligonucleotide microarray (Rat Genome U34A; Affymetrixtt) *ffiv*T* 

mMrtfe^ Affynetrixtt©2SJfc#3l£* (Expression analysis technical 
manual) fcttofc. #^J-efljmt^«t ^inoSB^^MST^prof ile 
*ifc«Lfci«** GeneBank No. 170665**, b C-tlB (i) , 

(ii) fc-fc^ (iii) ] izX^omWCMLX^tz ($tl) . 
[0 0 7 5] 
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mi) 



y-l3-?<(is>mM4ftffi'& 3.00 

y-iiv(i/>MM8&fmik 2.81 

immftm®: 1.12 

V-*-?-(i/l'MM24tifm'& 3.63 

»J^24^F^^ 0.97 

$Zfi/lS-*>M%l4ftffl'& 8.77 

#Mtt4imift 122 

^^V^-^>^J^8B#F^^ 9.65 

5i^i/*f— 4r>aj»24l$|Bl« 7.56 

gBM»24B*n!lft 1-57 

2DG36*P4l^IWa 16.71 

2DGSan8B#rBlfc 1511 

2DG»24B#F^^ 14.55 

g^iMafc24l»M» L!2 



a 'Mfcr£§&8M\t-* oligonucleotide microarray"C^^* < ^tB^^fc 



[0 0 7 6] 

mm 2 

MM** hUXK£*) LfcGeneBank No. 170665O*mfc /? T S a >f 

£)fcm kWWKMU?^ MD^^»^N2^DMEM^*b (GIBC0) 1=8 
i»Lfc&* 253f«/iellTlMIUHWWLfco ****«25 /1 M 4 

*£3±fB^ifeT«gLfc/?TSn>f K£«U 4, 8. 24P*BHfeK*»« 1 £ 
®m-> total RNA*J*ttiU jl^HWf*:^ 4ofc„ *HSCtt^T5 

«f Kt?#B*tfcjBWft^ GeneBank No. 170665«5f^**^tjiL"Cv»fc (^2) 0 
[0 0 7 7] 
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PTIPTFIM^W^M 3.44 
p7S;n^K»24B#fi!i& 4.40 

immzt&fm'ik LZi 

*&Gk^-§£l&Ml£-. oligonucleotide microarray"l:fg^A^tii$tUfc 
presence^^-T ita^O^SSO) **fit^1 ^LT&^MbLfco 

[0 0 7 81 

( 1 ) GenBank No. AI 170665 KttfoirZ t b * *> V n ^<^|^^ 
GenBank No. AI013865^^tr7 y hSB^J* iBj^i"^ LT, 5? bcDNAS: 

ilMfc L-Crace^^To^o racefflcDNAli&T?) ± d K-g-jKLfco 

|pi pffltKlME Lfc rvh Mt#31*fflB8L£3 B M«« t fclfe, S*£ift&50 
(taMfcfc** V^-*^^*^^ $<bK24l$Wi&*Lfc&, IS0GEN <- 
•y^>v->) *Jflv>TtotalRNA*li|lRU $ (blC^ MACS mRNA Isolation Kit 
(Miltenyi Biotec) *JBv*polyA RNA*tt«Lfc, £«>RNA*»£i: LT. SMART 
RACE cDNA Amplification Kit (^D^f7^) Srfflv>TracefflcDNA5r^L, 
3?>fc, £OcDNA£§IMt LTGenBank No. AI013865&£Kfl5S!lL;fcraceffi7^ 
<fv- (E?!!*^-: 3) £fflv*5'race33«fcl>nestffirace7 p 7-f-7- (ME^J*^ : 
4) "Cnested racefcffofco #6*ufcrace»«mCR4-T0PO (4 >lf hn$/*> 
) K?**'— >s>fc» :fcMDH5« (T0Y0B0) fcJBIHgfcLfco #<btL^nn 

£$L-7U^- (mvm-W: 5t3Xtffi9Wfc: 6) ^iWWJRfc L-TEx 
Taq (TAKARA) fcffiv^ JTF© (D ~ (3) OjfcftTPOliff*^, #Hfi*J&PC 
RH®*#^o 

(1) 9613 15* 

(2) 96*0 15#-601C 10#-72'C 3^^300 

(3) 72t: 5# 
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£ OPCRmW^^ExoSAP-IT (7vyfA77^ v T) I' i <5 #JS$^ 
CL*L£r>7' , V'- h t LTBigDye Terminator Cycle Sequencing Ready React io 
n (ABI) ^fflv>ty-^>^I)c^ff4K v-^^^g^S: 3 100 Genetic ana 
lyzer (ABI) T?»«f L £• » & ftfcEH * * * D fc c * * MGC4504 

(Genbank Accession No. BC019625) fc*V>ffiflH£fc*rLT^fco itz, -tUy 
r - $ x L«* *fr o £ ^ . hCT30212 h^n mm&mn t 
^tt^Lt^;, £©Pi«-*Jfct!S-r* fclBC4504lihCT30212Cfftt-r*0RFOC 

JjLL4>ig3l<t *>> GenBank No. AI013865<9k: b *)W n ^lihCT30212-e£S t 
hCT30212F«3W0RFO^n-^>'^ SrlS* 

(2) hCT30212(D0RF^n-^>^ 

t h ttW«lWSK-H-ASIB» (ATCCfc I) JUA) fc*fc*£500iillfc ^^^^ 
y->#-^>£j&&nU 8l*WJ(f*Lfco ISOGEN y) i 

ffl^Ttotal WkZmmLtZo #<b*uttotal RNASrifSi: LTRNA PCR kit (TAK 
ARA) tfflV»-caMEaPRJE&*flftofco hCT30212GRFO*«tf>fc#. -frffi-/?^ 
- (KTd**: 7^it>WJ#-^: 8) fc. »*fcLTPfu turbo UF^v 
-» £fflv\ ftTO (1) ~ (5) W*fr"CPCR*^f*v^ #J*tt&PCR8»*:» 

(1) 95"C 30# 

(2) 9513 10#-68t: 10#-72TC 2fr*3® 

(3) 95*c io#-66*c io#-72t: 2fr*3® 

(4) 95t: 10#-64r 10^-72*0 2#£3IU 

(5) 95TC 10&-62C 1&&-72XZ 2^5:350 
(5) 72*C 553* 

nt>ti1z?CK8m*. pcDNA3.1/V5-His TOP0 (>f>ebnyx>) ^^o-- 

9>J»^: QfciOTEEW*: 1 0) £J:tOTitfc LTExTaq (TAKARA) &ffiv>TP 
CR£fr*V\ POflgWfcfcfc. £OPCR^W<^M£ExoSAP-IT (7vytA7 
r) V7v7) &c± ZtiZf-yfl'- > ^ LTBigDye Terminator Cycl 
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e Sequenc in Ready Reaction (ABI) ^^ty-t yx%Lfc*ft%^ 
VXM®*3100 Genetic analyzer (ABI) X'MffiLtz 0 # <b *^i£3&@S?iJ (Si*IJ 
2) ir{±hCT30212rtora0RF^JS-r^264l@OT$y^@a^J (SB?fl#-t 

CU±. ^ bT?|R^$*Lrv»a'E?Bl^ W<^KMGC4504 (Genbank No. BC019625 
) T5 /^i3iO f ^V^V't?84%<0*S|WI14*^1-o 
[0 0 7 9] 

EfllW. 2-C***t*0*K9!l«r*tr^5X5 K£Cl-pcDNA3. 1/V5-His TOP 
0. Z<D-7?*^ K**-t*»JW0ll#*B8cberichia coli DH5 a /Cl-pcDNA3. 1/ 
V5-His TOPOfcWW^Lfco t^WaftfleilWWfttW*^^^ QUAGE 
N plasmid midi kit (+77'/) ftffiv^^*-*B«U. £OCliHS« 
3^**-*Nucleofector (AMAXA) £ffiv>, SK-N-ASMBfl&^K*ALfco »!i 
t LTpcDNA3. 1 U>fFny'x >) *SK-N-ASHBIS^5E*X Lfco 
*^K#Aaiia*^^-/l39-^>3->96^V-> (IWAKI) ^75<XHH 

l±2HW*«L«ft?Btil»l-fc« *Bft*fc#3l)NfcfflW*, CELL DEATH 

DETECTION ELISA PLUS kit (n-yva) fcffiH&ffiL/to *^fef±. *v V 

^5:11 1 i5 «t ^0 2 tc^i"o 

pcDNA3.1^SASK-N-AS« (WJHUBlfe) tib^LT. C1*«^«*X«I 

[0 0 8 0] 
[HW«ml 

#s&9J«>*»<*K- 4?y**v*f-K, r>m>x#v 
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zzm^hxtv --yymzz vwbu&m? >x9K*>&&iimt 
tz inrnm-r z> ft-fr* ^ ®*> ^ * K«es?-©»««* * * « * 

[0 0 8 11 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel protein and its DNA 

<130> B03124 

<150> JP2003-64197 

<151> 2003-3-10 

<160> 10 

<210> 1 

<211> 264 

<212> PRT 

<213> Human 

<400> 1 

Met Gly Gly Ala Gin Leu Glu Leu Pro Ser Gly Ala Arg Pro Gly Val 

5 10 15 

Cys Val Arg Arg Ser Phe Arg Ala His Ala Gly Asp Gin Pro Arg Arg 

20 25 30 

Pro Pro Gly Pro He Pro Val Pro Gly Thr Met Lys Gin Glu Ser Ala 
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WO 03/097541 " - PCT/IB03/01898 

41 

35 40 45 

Ala Pro 2 lsn Thr ProVo a T& r ^^m^^mmS collection 
trough is provided ^Jongside the water £^eir, with a water withdrawal 

conduit leading from the water collection trough, and with a valve, for 
Phe Pro Are Asn Asp Gly Asp Pro Gin Ala Leu Trp He Phe Gly -Tyr 

5 controlling the rate of withdrawal of water, optionally being provided in 
65 70 75 8<J 

00 the conduit. 

Gly Ser Leu Val Trp Arg Pro Asp Phe Ala Tyr Ser Asp Ser Arg Val 

25. 85 A reactor according 9 ^ Claim 23 or Cla^fn 24, wherein a 

Gly Ph«uYpfcu^(»ltmTff«ll§et1okgr(toirfl^pTS»i<$a# aloYig^e^ePfeSlphur biofilm 
10 weir, *(J0i a sulphur biofilmlOBthdrawal conduit leifiing from this trough, 
His Ar|nfty v ^ a Asjl^s f HetP<P«ra^ biofilm 

frt ¥l5 the reaction zone ' PJ^ ional| y bein 9 providjgj in this conduit. 
Asp His Glu Gly Cys Thr Trp Gly Val Ala Tyr Gin Val Gin Gly Glu 

130 6 ' A reac1 i% accorc,in9 t0 anv °P4u of c,aims 23 to 25 inclusive, 

15 which includes a baffle located between the weirs. , , . 
Gin Val Ser Lys Ala Leu Lys Tyr Leu AsnTal Arg Glu Ala Val Leu 

U5 150 155 160 

27. A reactor according to any one of Claims 23 to 26 inclusive, 

G1 whTcn U M^?or P in% G ro n xim 3 i? y A t 1 o a 8? water inlet 

zone. 165 170 175 

A5P Gin Pro Leu Lys Ala Leu Ala Tyr Val Ala Thr Pro Gin Asn Pro 

28. 180 A reactor according to Claim 24, wheJifn the aeration device 
Gly TyX»RPli$i? JtdeAsa ©me §ILc<fii» AltaeladaptedTto GflatWi? hm be passed 

thrjggh it. 200 205 

Ala Cys Arg Gly Phe Ser Gly His Asn Leu Glu Tyr Leu Leu Arg Leu 
25 210 215 220 

Ala Asp Phe Met Gin Leu Cys Gly -Pro Gin Ala Gin Asp Glu His Leu 
225 230 235 240 

Ala Ala He Val Asp Ala Val Gly Thr Met Leu Pro Cys Phe Cys Pro 

245 " 250 255 

Thr Glu Gin Ala Leu Ala Leu Val 
260 
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<210> 2 
<211> 792 
<212> DNA 
<213> Human 
<400> 2 

atggggggcg ctcagctgga gctaccgagc ggtgccaggc caggtgtgtg cgtccgtcgg 
tctttccgtg cccacgccgg agaccagccc cggaggccgc ctgggcctat ccctgtgcca 
ggcaccatga agcaggagtc tgcagccccg aacaccccgc ccacctcgca gtcccctacg 
ccgtccgctc agttcccccg aaacgacggc gaccctcaag cgctgtggat tttcgggtac 
ggctccctgg tgtggaggcc cgacttcgcc tacagcgaca gccgtgtggg cttcgtgcgc 
ggctacagcc gccgtttctg gcagggagac accttccatc ggggcagcga caagatgcct 
ggccgtgtgg tgacgctcct tgaagatcat gagggctgca cttggggcgt ggcataccaa 
gtgcaagggg agcaggtaag caaggccctg aagtacctga atgtgcgaga ggcagtgctt 
ggtggctacg ataccaagga ggtcaccttc tatccccaag atgctcctga ccaaccactg 
aaggcattgg cctatgtggc caccccacag aaccctggtt acctgggccc tgcgcctgaa 
gaggccattg ccacgcagat cctggcctgc cggggcttct ccggccacaa ccttgaatac 
ttgctgcgtc tggcagactt catgcagctc tgtgggcctc aggcgcagga cgagcacctg 
gcagccatcg tggacgctgt gggcaccatg ttgccctgct tctgccccac cgagcaggct 
ctggcgctgg tg 

<210> 3 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 3 

ggcaggggta taagacac 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
792 
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<210> 4 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

acccgccatg ccttctcag 

<210> 5 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 
. <223> Primer 
<400> 5 

cgccagggtt ttcccagtca cgac 

<210> 6 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

agcggataac aatttcacac aggaaac 
<210> 7 
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<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 7 

gccatggggg gcgctcagct ggagctaccg 

<210> 8 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

tcacaccagc gccagagcct gctcgg 

<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 9 

taatacgact cactataggg 

<210> 10 
<211> 18 
<212> DNA 



m 

79/ 



30 



26 



20 
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<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 10 

tagaaggcac agtcgagg 



[Ell] 7-A7'fy > *)»24l$HI&fc * »t & iWM&ODNA«J»f» S:OD405-492 

[B 2 ] y^v^fv V*8tt48B*PMfefcia »t & IHJfe^DNAW* £0D405-492 
&DNATO*£^1~° 
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mm 

*-t bittern* WMttjjlAftiro^ttF 
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